Myotonic dystrophy (DM) is associated with an increased number of CTG repeats in the 3' untranslated region of the myotonin gene. Because DM has not been observed in southern African Negroids, a study of the CTG repeat polymorphism in this population was undertaken. A total of 210 unrelated subjects was studied by PCR analysis of the trinucleotide repeat in the DM gene and the size and distribution of the CTG repeat were determined. The alleles ranged in length from five to 22 repeats. A previously undescribed Bgll polymorphism was found which could lead to erroneous diagnosis of DM in people from this population. South African Negroids were found to have significantly fewer large repeat lengths than do white and Japanese populations. It is suggested that the occurrence of fewer large CTG repeats in the normal range may, in part, explain the absence of DM in southern African Negroids. (J Med Genet 1994;31:37-40) Although diagnosis of DM can be difficult owing to the wide range and severity of symptoms, the disorder has been described from many countries worldwide, including Japan, China, India, South Africa, Nigeria, and also in black American families.'910 No single case has, however, been reported in an indigenous Negroid or Khoisan person from southern Africa,9 despite a recent survey representing a population of more than 30 million.'0 This survey, which also included other African countries, concluded that DM has a very low prevalence among ethnic Africans, especially in central and southern Africa.
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Although diagnosis of DM can be difficult owing to the wide range and severity of symptoms, the disorder has been described from many countries worldwide, including Japan, China, India, South Africa, Nigeria, and also in black American families.'910 No single case has, however, been reported in an indigenous Negroid or Khoisan person from southern Africa,9 despite a recent survey representing a population of more than 30 million.'0 This survey, which also included other African countries, concluded that DM has a very low prevalence among ethnic Africans, especially in central and southern Africa.
Since DM has not been described in Negroids, a study was undertaken to verify the presence of the CTG repeat polymorphism in a Negroid population with minimal white admixture. The distribution of the CTG repeat in normal Negroid subjects was determined in an attempt to establish whether CTG repeat length correlated with the absence of DM in this population. It was hypothesised that smaller numbers of CTG repeats within the normal range would occur in the Negroid population and that these alleles may be more stable than larger alleles in the normal range.
Myotonic dystrophy (DM) is an autosomal dominant disorder that occurs with a prevalence of 1:8000 worldwide. The classical clinical features include myotonia, progressive muscle weakness and wasting, and many associated symptoms, including cataracts, intellectual impairment, and frontal balding. A hallmark of the disease is the extreme variation in severity and age of onset, both between and within families.' Although the biochemical defect underlying this disorder is still unknown, the genetic defect has recently been shown to result from an unstable CTG repeat DNA sequence in the 3' non-coding region of the myotonin protein kinase gene, located on chromosome l9q13.3.2A When amplified, this trinucleotide repeat is responsible for DNA instability and molecular pathology. In normal subjects, the CTG repeat is highly polymorphic, with the copy number ranging from five to 38.17 In mildly affected myotonic dystrophy patients, the copy number is greater than 50, and has been found to be as high as 2000 in severely affected patients. The expansion in size of the CTG repeat correlates well with disease severity and age of onset within families. 8 Subjects and methods A total of 210 unrelated southern African Bantu-speaking Negroids was studied. They were drawn from the various South African chiefdoms and were, in the main, male blood donors or staff of our Institute. Genomic DNA was extracted from peripheral blood using either a phenol-chloroform extraction11 or a simple salting out procedure. ' 2) . Comparisons for each allele were done using the x2 test (table 1 ). Significant differences were found for alleles 10 and 11 when comparing the southern African Negroids and the European populations and the differences were significant for alleles 10, 13, and 14 when comparing the southern African Negroid and Japanese populations. Also, the X2 analysis of the overall distribution showed that the differences are highly significant (Negroid v European, X2 =56-0, p <10-6; and Negroid v Japanese, [4] = 59 0 p < 10-6).
When alleles were divided into two groups, five to 14 repeats and greater than 14 repeats, Negroids appeared to have fewer alleles in the second group (0-05, SD 0 01) compared to Europeans (0-15, SD 0 03) and Japanese (0 19, SD 0 04) (inset in fig 2) . These differences are highly significant (Negroids v European, x = 13-6, p = 00002; Negroids v Japanese, X2[i=22-6, p< 10-). If one were to analyse these data using the cut off point of Imbert et all5 (that is, the alleles were divided into two groups of five to 18 repeats and greater than 18 repeats), the differences between the three groups is even more significant (Negroids v European, X2111 = 33.4, p < 10-8; Negroids v Japanese, X2 [1= 19-6, p< 10-i) (table 2).
Discussion
The DM mutation involves the expansion of an unstable trinucleotide repeat (CTG) in the 3' untranslated region of the myotonin gene. A similar mechanism of trinucleotide repeat expansion has been described in fragile X mental retardation syndrome (CGG),'6"1 spinobulbar muscular atrophy (CAG),'8 and, more recently, Huntington's disease (CAG) '9 and spinocerebellar ataxia type J. 20 Myotonic dystrophy has never been described in the southern African Negroid population, so a study on the CTG trinucleotide repeat in this population was undertaken in an attempt to explain its apparent absence. The CTG repeat polymorphism is present and 14 
